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. ' PATENT COOPERATION TREATY 



Prom tbe 

DfTBRNATIOKAL PRELIMINARY BXAMMNO ACTOOBTTY 



To: PRIBDMAN, MASK M* 

C/0 CASTOWNA, ANTHONY 

aODI JEFFERSON DAVIS HIOHWAY 

SXJtTB20rr 

ARLINOTON, vnusINIA ZttOZ 


PCX 

NOTIFICAriON OF TRANSMITTAL OF 
EXAMINATION REPORT 
(pcr ifaii> f Li) 




Artplkam'c or litem's fll« rBfefa&oe 
95d/3B 


IMPORTaIVT NOTIFICATION 


IntBrnjOQiul ippUcation No* 
PCt/a^9/0Q440 


Intcnudoiul filing Wfi (dd^/monthfytar) , Prittri^ D;iUi (day/monA(year) 
13 AUGUST }999 \ 13 AUGUST 1998 


AppliOimt 

HaDaSXT medical research services and development COMPAhnr LTD. 



1 , Thp applicant u horeby notified Ihat tfaifi IntematioiiDl Pr^limuuury ExAmii)iii5 Authority traiumitA berawitfa t)i0 
intem&tiofial preliauDaiy examiaation ropOft uwi its annenoa. if any, establiihed on the inceraationol appliention. 

2. A oapy of the cepon and ita annoxeB, if any » id being tnz^amiited to the Intirmatxonal Buraau for oommunioation 
.C9 ell tbcurlactBdjOCfideS, - . . . . 



3. Where required by any of the elected OCfiooB, the Intanational Bureau ^vill prepare an English translation of 
th« rvpart (but act of any anneacea) and wUi transmit auch translation ic those OfHoes. 



4. RSMINPBR 

The applicant muct enter the national pha^e before each Oleeted Offiioe by performing certain acts (filing 
tnnstaUona and paying national fees) within 30 months from the priority (late (or later in some Offlqfls)(Artiole 
39(1))(see also the reminder sent by the Intemadenal Bureau with Form PCT/IB/301). 

Where a translation ef (he international appHoetion must be lUmished to ai) eleeted OfTice, that transUiion must 
cQDtain a translatioB of any annexes to ^ intemattona) preliminaiy ojcsmination report It iS the epplioont^ 
responsibiUty to prepare and fViznish suek translstion diieotly to each elected OfHee eoneemed. 

For hnther details on the applioable time limits and requiremenU of the itleated OfTiees, see Volume n of (he 
POT Applieanrs Ouide. 





Name and mailing address of the IPEA/US 
CoamluloAcr of I^ibjIb tad T^odcniria 

Bo» per 

Wuaiiiium, D.C 20331 
Ficf Imlle No. (703) 305-3230 


Authoplzsd officer 

Tslephoiw No. (703)^8-1235 



Form PCT/IPEA/416 (Xuly 1992)* 



P. 03 

(g|002/007 
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PATENT COOPERATION TREATY 

PCX 

INTERNATIONAL PRELlMINAItY EXAMINATIl^ MFOUT 
(PCT AitUlfi 16 ''Ol 



lAtenutioita) oppfieadon No 
PCT/IW9/00440 



„,H F««TH1« ACTION ft^JSSg^lga ATi^ffnnl^^^ 



13 AOOUST 1999 



13 aUGVST 1998 



ffCOl^ A«IK 31/505 US CK: 514/259 



'SSSSiT MEDICAL RESEARCH SHlVlCBS ANP PEVELOFMgKT COMPANY LTD, 



This REPORT coosisu of »iPtal of -^Acel*- tuW^ht^ivo 
ThiBo OBuxes donMfli of b totol of ^ITSbeete, , — 



T Thw loport cotUEiM iadicatiofiB toi^tlng to the following iwm^ 
I ^ BaiiU of the repott 
n ni Priority 

lU ^ Kp„.sta«ish««tofn:p<»«wi«»T«g-«>.o«ov.lty>v,„.vo5l.p-rin^^^^ 
IV PI Lack of u»i«y «f invention . ^ . , Kn;t«. 

^ L*l itoSna and wcptofltion* supporuog 80i^^ 
YI Certfiia documeab oited 

Vn □ Certain dcfcote to ihfiint»i«tion»lippU6^ 
VUl □ Certain obicrrtlions on ilwiitt^ 



Date of subnU&dioo of (be d«mand 


Data of comnladon of this report 






29 FEBRUARY ZOOO 


01 PECEMItEK 20CM} 






Nme aud mattlnc adflfa&B of chc DPEAAJS 

» Mm 9M-3230 








Tetcphom NO. aQ3) 308-lZ3f 






Form PCr/OBA/409 (cover shoaO OulV 1998)* 
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INTERNATIOKAL PRELDmONARY EXAMINATION REPORT 



InCsmatJoiul appll 
PCT/IL99/0D440 



No. 



L BMla of the report 



1 . Wilh regu6 CD tfie pipinpntg 6f ihe immviional apptieadon:* 
jjC [ the latcniational application as originally filed 
thtf descripUoa: 



pages , 
pages , 
pages . 



1-43 



NONE 



NONE 



^ . as originally filed 
filed with the demand 



, filed with the letter of 



Pc[ the elaims: 

pages 

pages ^ 

pagea 

pages _ 



44-50 



NONE 



NpNE 



NONE 



. , as originally filed 

as amended (together vi-ith ony statexnem) under Article 19 
. , „, ♦ filed with the demand 



, filed with the letter of 



[ Xj the drawings: 

pages yi, 

pages 



NONE 



pages ^ NONE 

us^ wilueucc liSUtlg puiiot the description: 

pages NONE ^ 

pages , 

pages _ 



. as originally filed 

, filed with the demand 



NONE 



NONE 



. as oHginaLly filed 

, filed with the demand 



, filed with the letter of . 



2. With je^zd to the langyaige^an the elements maik^ above wen avails 

the iniemacional application was fikd, unless otherwiso mdicmed under this item. 

These ekansenia were available or fimusfaod to (Ms Authority in the following ]ms^^s^ which is: 

the language pf a translation furnished for the purposes of inteinational search (under Rule 23.1(b)). 
I n the language of publication of Che intematietnal application (imder Rule 4-8 J (b)). 

I J the language ef the txanslodon fum^ied for die poipoSBS of inoexnadonal pceltmiiaaiy exaioinaiion (under Rules 552 and/ 
or 55,3). 

3. With regard to any nucleotide nnd^or amino muI aeqaeiiee disclosed in the internatioftal applicatioa, Ihfl IntematiofDal 
pf^limioaiy examination was coxried out on the basis of the sequence hBting; 

contained in the iniemaiional application in printed form. 
|_] filed together with the international application in computer readable form. 
f~[ ftolished subsequently to this Authority in written fonn. 
[~| furnished subsequently to this Authority in computer readable form. 

□ The stafment 4)at (he subsequently furnished written sequence listing does not go beyond the disclosure tn the 
iDtenmuonal application as filed has been fimished 

4 [ xl 1i*h6 amendments have resulted in the canceUotion of: 

0 the description, pages NONE 

B the claims, Nos. NONE 



starpmrot that fte infoanation rocoided in oomnner Rsda^ Conn is idnitictil to the wriien sequence Ustmg has 
ftawAed 



Q the drawings, sheeta/Sg NONE 



5. I J This lepeit has been dnwn as if (some oQ the amendments had not been made, sniee th^ have been considered to go 

beyond (ho disolosuie as fUed, as indicated in the Supplements! Bok ORxile 70^(c)) .** 
* lUpbKcment shtett iMch have been JUrmshed to the receiving Offlos in nxpcnse to an inWsaiion unOer AnicU 14 ar^ nff^ftd io 
in this wort as "oHginaHy fiiad" and are net annexed to this report since tfM 40 not contain amendments ^tuus 70 J 6 
and 70,47). 

**4/ny reotacemenr Jtheet containing such amendmena must be refejred to tmdtfr item 1 and annexed to this report. 



f^rm PCT/IPEA/409 (Box I) (July 1998>* 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



Intfemauoiial a|k|ilIeadon No. 
PCT/IL99/00440 



V, ReMonrd itah^kBsnt im4cr Artiek 3S(2) with regard (o novelty, Inventive «Up or Industrial applicability; 
cftaffons and txpluiationi tappdrtlng such statement 



1 . statement 



Novelty (N) Cloims KQKE YES 

Claims 1*14^ 16-23 NO 

Inventive Step (IS) Claims NONE _ YES 

Claims U14. 1M9 NO 

Induslrial Applicability OA) CUims 1-14^.16-23 YES 

Claims KOKE NO 



Z, oitatlona and cxplaoalions (Rule 70.7) 

1-14 and 1€>23 lack novels under PCT AnScle 330) as being ontietpated by Pines ftt al USPH ?,44yifi7g Ai Ths 



claims era drawn IP a compoiUlQD comprising an cff<ftc(or Bucb as a quinaxolinone dtiiy uxve such as balofuginone, and a carrier, 
for tfiba*i*tng pathologic processes associaied with tissue trsuma sucit as cancers and fibrodc conditions by regulating the 
extracellular macria economy* Pinoa ci »I- nsach an amifibrotic compo^iiion whh a qu'muolinone -eoniaining composition wbich 
inhtbte collagen ^pe I syndiescS (see abstract). Pines rt al. ceach Ihe eomposiiion usefiil for treating or prevaming the fibretic 
processes of ihc disordcw In column 3 , lines 5-4 1, *e mechanism of action is by inb^. (*on of collagen type I symhcsis (column 
3, lines 49-54). 

CUims 1-14 and 1(1*23 lack novdiy under PCT Article 33(2) as being anticipated by gbgltt tft ftL HalfffHgfflone - an inbibiyor 
of colbEBn type 1 syndesis pfeventB poatnperative fomiatioia of abdominal adh es i ons^ AitoIs of SprMrv , }9?i . »7/4 iSli'SSX L 
Nagler et al. teacft halotugtnone, a ctuinazolinone derivative and a carrier for the prevenuon of surgical adhesions (tissue trauma) 
by inhSiiting collagen alpha 1 gate expression (see abstract) 



Claims 1-14 and 16-23 lack an invendve step under PCT Aniclc 33(3) as being obvious over Pines ei al,.,yj|fM StiSitVMk . 
The claims are drawn co a oompesition comprising an effector such as a quinazoiinoae derivative such as balofuginone and a 
carrier, for inhibidng pathologic processes assocbted with tissue trauma such as eini^ers and fibriiic conditions by reguUdng 
die eairaceUular mania economy. Pines et al. teach a qninazollnone derivarive such as halofueinone for inhibition or 
preventing both surgical and inflammacory adhesions, and m iha treaiment of congee ital adhesions, (see abstracO- TT^ 
claims differ in that It does not specifically teach the composition for use in cardiac fibrosis. However, haloAiginone is 
caught for use in inhibiting scar formation m otgonJ iudi as skin, heart, lungs, liver and kidneys (eohimn 10, lines 19-21). 
One of ordinary skiU in die act would have known diat diis would work equally well for (Condnued on Supplemeniat Sheet) 
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f^rm PCT/IPEA/409 (BftX V) (July 1998)* 





Iiuernational dpplicadon No. 


INTERKATIONAL PRELINONARY EXAMINATION REPORT 


PCT/IL99/0O44O 


Supplemmha Box , . rc- • 
(To bfi UAfld when tke space in onv of th6 Dteceding boxes is not sumcient) 


Continuation of: Boxes I - VHI 


Sheet 10 


V. 2, REASONED STATEMENTS - CTTATIONS AND EXPLANATIONS (Continu«0: 


cardiac fibrosU, since die composiiton is caught for fibroilc 




conditions (column 4, lines 24-27). 





NEW CITATIONS 

NONE 
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INTERNATIONAL PRELIMINARY EXAMINATICN REPORT 



PCT/IL99/Q0440 



ML Non^l.bUihm«t of ophilod wlit rt«anl t» novelty, toTcnthr. .ftp Uid bidaifrUl .ppUc»blU^ 

' iiidttStllygppliTOWebftv. not been ■xuJvra^ 

Ch0 entire intenutionAl application. 
[x] elAims No». JA 



□ 



because! 

the ttW iniaiMUPMl appHMUoa. or tbe »Ld eUia Nos. . leUte t. th. lollowliig 8ubJ«« m-tter wbieh 
doiB B6( require iatemafioiial pielimiaaiy B<Milflatipn (tpeeUyj. 



flu description, claims or ditAVingB (^iirfr*a<« p^cular chmcnU h^taw) nr paid oltinw Nos. OS « » 
uaolear that do meaomtful opinion could be formed fip^ctfjff- 



it U on fanpioper ixnibiple dependcnl cbim Under PCT Ruli 6.4(a) 



rn the oiabtis. or (aid elainu Nos, . are ao inadccpiately supperied by Oie desoriptlen that no meaDinflftil 
epimon oouid be formed. 

□ no intamadonel searoh iwpoit haa been eattbliahed for taid claims No*. 



2. A memineN irtmMl prtlktirw frwrninalkm eaww be «^ 
anqtrtifie iirfng ID wmply «ddi te sto^^ 

O the wriaen form has not been Rnnishcd or does not comply with the €Undftfd, 

□ the eoroputer readeblc form Ms not been furnished or does not compl;/ wiih the standard. 



nod 



Form PCT/IPBA/40? (»ox Id) (My 



